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Cascade Nitration/Cyclization of 1,7-Enynes with /BuONO and H,0O:
One-Pot Self-Assembly of Pyrrolo|4,3,2-de]quinolinones**

Yu Liu, Jia-Ling Zhang, Ren-Jie Song, Peng-Cheng Qian, and Jin-Heng Li*

Abstract: Here we describe the one-pot construction of the
pyrrolo[4,3,2-de]quinolinone scaffold by a cascade nitration/
cyclization sequence of 1,7-enynes with tBuONO and H,O.
The cascade proceeds through alkene nitration, 1,7-enyne 6-
exo-trig cyclization, C—H nitrations, and redox cyclization, and
exhibits excellent functional group tolerance. The mechanism
was investigated using in situ high-resolution mass spectrom-
etry (HR-MS).

P yrrolo[4,3,2-de]quinolinone represents an essential part of
the scaffold of numerous natural compounds and pharma-
ceuticals with remarkable biological and medicinal properties
(Figure 1) and is widely used as a valuable functional
intermediate."? For these reasons, considerable efforts have
been devoted to the development of new and simple methods
for the total synthesis of pyrrolo[4,3,2-de]quinolinone and its
derivatives.”! Generally, these methods proceed either by
construction of the quinoline system followed by elaboration
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Figure 1. Examples of important pyrrolo[4,3,2-de]quinolinones.
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of the pyrrole ring,””! or by construction of the indole scaffold
followed by the piperidine ring.) However, in all cases the
construction of the pyrrolo[4,3,2-de]quinolinone scaffold
requires several steps with rather low overall yields.”
Thus, it would be highly desirable to exploit new routes and
especially one-pot strategies toward these structures.

Cascade reactions have proven to be a powerful shortcut
for the assembly of complex ring systems in organic syn-
thesis.) Among these processes, the cyclization of 1,n-enynes
is a particularly effective and atom-economical step for
constructing the ring systems.*”] Herein, we report an
unprecedented cascade nitration/cyclization of N-(2-(ethy-
nyl)aryl)acrylamides (1) with tBuONO and H,O for the one-
pot synthesis of pyrrolo[4,3,2-de]quinolinone architectures
under metal-free conditions (Scheme 1);¥ this is realized
through a cascade of alkene nitration, 1,7-enyne 6-exo-trig
cyclization, C—H nitrations, and redox cyclization, represent-
ing the first example of a one-pot assembly of the pyrrolo-
[4,3,2-de]quinolinone scaffold.
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Scheme 1. Cascade nitration/cyclization of 1,7-enynes.

We commenced our studies by exploring the reaction
between N-methyl-N-(2-(phenylethynyl)phenyl)methacryl-
amide (1a) with /BuONO to optimize the reaction conditions
(Table 1). After extensive screening of different reaction
parameters, the desired pyrrolo[4,3,2-de]quinolinone 2a was
formed with the highest yield from the reaction of 1,7-enyne
1a with 4 equiv fBuONO in dimethyl sulfoxide (DMSO) at
50°C for 24 h (entry1). Encouraged by these results, we
examined the effect of the reaction temperature (entries 1-3):
whereas at a reaction temperature of 50°C product 2a was
isolated in 78 % yield (entry 1), the yield decreased to 63 %
when the temperature was increased to 80°C (entry 2), and to
45% at a reaction temperature of 30°C (entry 3). It has
been reported that 2,2,6,6-tetramethylpiperidin-1-yl)oxy
(TEMPO), a radical initiator, proved beneficial in some
nitration reactions using fBuONO."®! However, the presence
of TEMPO suppressed the current reaction (entries 4 and 5):
the yield of product 2a decreased from 78 % to 67 % with
20 mol% TEMPO and to 53% with 100 mol% TEMPO.
Notably, a good yield was even achieved under N, atmosphere
when DMSO was purged with N, (entry 6). This suggests that
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Table 1: Screening of the reaction conditions.?!

Ph
é Ph HN |
9 + 'BUONO E——A NO;

N)k]/ DMSO, 50 °C

| air, 24 h ““ 0

1a 2a
Entry Variation from the standard conditions Yield [%]®
1 none 78
2 at 80°C 63
3 at 30°C 45
4 TEMPO (20 mol %) 67
5 TEMPO (100 mol %) 53
6 DMSO purged with N, 75
7 MeCN instead of DMSO 19
8 DMF instead of DMSO 31
9 CH,CICH,Cl instead of DMSO 26
10 toluene instead of DMSO 16
11 0.9 mmol H,0 in anhydrous DMSO 76
12 2.8 mmol H,0 in anhydrous DMSO 65
13d none for 72 h 76

[a] Reaction conditions: Ta (0.2 mmol), tBUONO (4 equiv), and DMSO
(3 mL) at 50°C under air atmosphere for 24 h. DMSO contains about
0.5% w/w H,O (about 0.92 mmol H,0 in 3 mL DMSO). [b] Yield of the
isolated product. [c] Under N, atmosphere. [d] Ta (1 g, 3.64 mmol).

the presence of O, only slightly affects the reaction in terms of
yield (entry 1 versus entry 6). A series of solvents, including
MeCN, DMF, CH,CICH,CI, and toluene, were also tested,
and the results showed that they were less effective than
DMSO (entry 1 versus entries 7-10). We found that the
amount of H,O had a fundamental influence on the reaction
(entry 1 versus entries 11 and 12): a good yield was still
achieved at a loading of 0.9 mmol H,O using anhydrous
DMSO, but the yield decreased from 78 % to 65 % when the
amount of H,O was increased to 2.8 mmol. It is noteworthy
that the reaction could also be performed in good yield at
a scale of 1 g (3.64 mmol) 1,7-enyne 1a (entry 13).

With the optimized reaction conditions in hand, a variety
of 1,7-enynes 1 were reacted with fBuONO to investigate the
scope of this nitrative cyclization protocol (Table 2). Initially,
the effect of substituents on the nitrogen atom was examined
(products 2b-g). Whereas substrate 1b with a free N—H bond
was not viable for this nitrative cyclization reaction (product
2b), substrates 1c—g, having an allyl or a substituted benzyl
group on the nitrogen atom, were successfully converted into
the corresponding pyrrolo[4,3,2-de]quinolinones 2 ¢-g in good
yields. The results showed that several substituents, including
MeO, Mg, F, Cl, Br, CN, COCH(CH,),, and CH,OMe, on the
aryl ring at the alkyne were well-tolerated under the
optimized conditions, and the substituents at the ortho-,
meta-, or para-position have no distinct influence on the
reaction. For example, substrates 1h—j with a MeO group
were transformed into products 2h—j with similar yields.
Importantly, halogen functional groups, F, Cl, and Br, were
compatible with the optimized reaction conditions, thereby
enabling subsequent modifications at the halogenated posi-
tions (products 2 e, 21-n, 2r, and 2t). Application of substrates
10 and 1p with an electron-withdrawing group, delivers the
desired products 20 and 2 p in good yields. Heteroaryl alkynes
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Table 2: Nitration/cyclization of 1,7-enynes (1) with tBuONO."!

1 R1
e N
| X 0 . H,0 0N~ NO
+ BUONO—————> 42
1~ YN bso, s0°c LR
RN ir, 24 h YN0
R3S R4 arr, "?3
1 2
Ph R3 =H, 2b, trace
HN
ON | R® = allyl, 2¢, 75%
2 Noz R3—Bn 2d, 77%
= 2-IC¢H,CH,, 26, 86%  O2N
R3 = 4-CF3CgH,CH,, 2f, 83%
R3 = 3,5-(CF3),CgH3CH,, 29, 80%
2h, 80%
OMe !
R® RS = OMe, 2j, 80%
R® = Me, 2k, 72%
RS =F, 2l, 82%
O,N R®=Cl, 2m, 68%
NO,
2i, 79% R® = Br, 2n, 56%
R® R®=CN, 20, 86%

R® = COCH(CHj),, 2p, 62%

R% = Me, 29, 72%
R®=Cl, 2r, 79%

R® = CH;0Me, 25, 81% 2 e 2u, 60"/;;h
HN— HN—
) cr o
2w, % 2x, 82%
2, 75% N— Ph — Ph
R? ‘ no, ON ReNO2
oN” N0 Nige

R* = Me, 2z, 41% (7-/8-NO, = 1:5)
R* = NO,, 2aa, 0%

R* = Bn, 2ab, 88%

2y, 70% R* = Ph, 2ac, 75%

[a] Reaction conditions: 1 (0.2 mmol), tBUONO (4 equiv), and DMSO
(3 mL) at 50°C under air atmosphere for 24 h. [b] More than 95% of
substrate 1aa was recovered.

1u and 1v were also suitable for this nitrative cyclization
transformation, giving products 2u and 2v in 60 % and 75 %
yield, respectively. Unfortunately, aliphatic alkynes were not
viable for this reaction.

Several substituents on the aromatic ring of the N-phenyl
moiety, including Me and Cl, were also compatible with the
optimized reaction conditions (products 2w-aa). Treatment
of substrates 1w or 1x, bearing a Me or a Cl group at the 5-
position, with fBuONO and H,O afforded the corresponding
products 2w and 2x in high yield. The bulky substrate 1y with
a Me group at the 5-position was successfully transformed
into product 2y in 70 % yield. Substrate 1z having a Me group
on the 4-position of the N-phenyl moiety gave two regiose-
lective nitration isomers 2z in 41 % yield; however, substrate
1aa with a NO, group showed no reactivity (product 2aa).
Gratifyingly, this nitrative cyclization protocol could also be
applied to substrates 1ab and 1ac with a Bn or a Ph group at
the 2-position of the acrylamide moiety, providing products
2ab and 2ac in 88 % and 75 % yield, respectively.

As can be seen in Table 1, the amount of H,O had an
effect on the reaction, suggesting that the oxygen atoms in
two NO, groups may be from H,O. To verify this, we
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conducted an '*O-labeling experiment with H,'*O [Eq. (1)].”
The results showed that a mixture of product [**O,]-2a
containing one oxygen atom and and product [*0O,]-2a
containing two oxygen atoms was observed with a 1:1 ratio.

oh 180/160 = 1:1 Ph 18
O is major
= H,'80 (0.9 mmol) }) ON Hn | ) )
o ‘BUONO ©) NO©) (1)
N)Y DMSO0, 50 °C
I air, 24 h ’}‘ 0
1a [1804]-2a/['80,]-2a, 76%

This suggests that nitration at the 4-position of the N-phenyl
moiety is crucial for the described reaction, and that H,O is
not the sole source of the oxygen atoms of the nitro groups.

To understand the mechanism, three radical inhibitors
(4 equiv), TEMPO, hydroquinone, and butylhydroxytoluene
(BHT), were added to the reaction, leading to its inhibition.
With PhNO, as the radical inhibitor, the yield of product 2a
decreased from 78 % to 69 % .11 This implies that the reaction
proceeds via a radical intermediate, which is also supported
by the intermolecular kinetic isotope effect experiment (ky/
kp=1)1

Proposed reaction mechanisms based on the above
results’”’ and previous reports® 112l are shown in Scheme 2.
Initially, addition of NO,, which is generated in situ from
BuONO,® 12 o the carbon—carbon double bond of the 1,7-
enyne 1a gives alkyl radical intermediate A, which cyclizes to
form intermediate B. The reaction of intermediate B with NO
or NO, affords the corresponding intermediates C and C’,
which was supported by HRMS analysis.”) Cationic inter-
mediates D and D’ are formed by electrophilic addition of the
N=O group to the phenyl ring in intermediates C and C'.
Subsequently, treatment of the cationic intermediates D and
D’ with NO or NO, selectively provides cationic radical
intermediates E and E'. Finally, the redox reaction of the
cationic radical intermediates E and E’ gives product 2a.

t-BUONO + H,O —HNO, + t-BuOH

Scheme 2. Possible mechanisms.
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Within the redox process, the oxygen atom of the nitro group
on the aryl ring can be derived from tBuONO and H,O, which
is the reason why this reaction can be performed without
addition of O, (entry 6 versus entry 1; Table 1).

In summary, we have developed a novel metal-free
cascade reaction for the synthesis of pyrrolo[4,3,2-de]quino-
linone derivatives from readily available N-(2-(ethynyl)aryl)-
acrylamides and tBuONO in good yields. In this cascade,
which proceeds through alkene nitration, 1,7-enyne 6-exo-trig
cyclization, C—H nitrations, and redox cyclization, two nitro
groups and an amine group are incorporated into the product.
This method provides a valuable one-pot shortcut for the
assembly of pyrrolo[4,3,2-de]-quinolinone derivatives and
exhibits a broad enyne scope with excellent functional
group tolerance. Detailed studies on the mechanism and the
extension of this cascade method are currently underway in
our laboratory.

Received: April 10, 2014
Published online: lMl HE, EEEN

Keywords: cascade reactions - cyclization - enynes - nitration -
nitrogen heterocycles

[1] For selected reviews: a) H. Fan, J.-N. Peng, M. T. Hamann, J.-F.
Hu, Chem. Rev. 2008, 108, 264; b) J.-F. Hu, M. T. Hamann, R.
Hill, M. Kelly in The Manzamine Alkaloids. The Alkaloids:
Chemistry and Biology, Vol. 60 (Ed.: G. A. Cordell), Elsevier
Academic Press, Boston, 2003, p.207; c)J.-F. Hu, H. Fan, J.
Xiong, S.-B. Wu, Chem. Rev. 2011, 111, 5465.

a) F. Mirki, A. V. Robertson, B. Witkop, J. Am. Chem. Soc. 1961,
83,3341; b) B. Robinson, G. F. Smith, A. H. Jackson, D. Shaw, B.
Frydman, V. Deulofeu, Proc. Chem. Soc. London 1961, 310;
c) M. Salas, M. Alvarez, J. A. Joule, Heterocycles 1991, 32, 759;
d) M. Salas, M. Alvarez, J. A. Joule, Heterocycles 1991, 32, 1391,
e)S. Sakemi, H.H. Sun, C.W. Jefford, G. Bernardinelli,
Tetrahedron Lett. 1989, 30, 2517; f) H. H. Sun, S. Sakemi, N.
Burres, P. McCarthy, J. Org. Chem. 1990, 55, 4964; g) D. B.
Stierle, D. J. Faulkner, J. Nat. Prod. 1991, 54,1131; h) N. B. Perry,
J. W. Blunt, J. D. McCombs, M. H. G. Munro, J. Org.
Chem. 1986, 51, 5476; i) N.B. Perry, J. W. Blunt,
M. H. G. Munro, Tetrahedron 1988, 44, 1727; j) N. B.
Perry, J. W. Blunt, M. H. G. Munro, T. Higa, R. Sakai, J.
Org. Chem. 1988, 53, 4127; k) H. Nagata, K. Ochiai, Y.
Aotani, K. Ando, M. Yoshida, I. Takahashi, T. Tamaoki,
J. Antibiot. 1997, 50, 537; 1) J.-F. Cheng, Y. Ohizumi,
M. R. WIlilchli, H. Nakamura, Y. Hirata, T. Sasaki, J.
Kobayashi, J. Org. Chem. 1988, 53, 4621, m)S.P.
Guadéncio, J. B. MacMillan, P. R. Jensen, W. Fenical,
Planta Med. 2008, 74, 1083; n) C. C. Hughes, J. B.
MacMillan, S. R. Gaudencio, P. R. Jensen, W. Fenical,
Angew. Chem. 2009, 121, 739; Angew. Chem. Int. Ed.
2009, 48, 725; o) C. C. Hughes, J. B. MacMillan, S. P.
Gaudencio, W. Fenical, J.J. La Clair, Angew. Chem.
2009, 121, 742; Angew. Chem. Int. Ed. 2009, 48, 728.
For selected papers: a) P. Balczewski, J. A. Joule, C.
Estévez, M. Alvarez, J. Org. Chem. 1994, 59, 4571;b) C.
Estévez, L. Venemalm, M. Alvarez, J. A. Joule, Tetra-
hedron 1994, 50, 7879; c) D. Roberts, L. Venemalm, M.
Alvarez, J. A. Joule, Tetrahedron Lett. 1994, 35, 7857,
d) D. Roberts, M. Alvarez, J. A. Joule, Tetrahedron Lett.
1996, 37,1509; e) M. Makosza, J. Stalewski, Tetrahedron
1995, 51, 7263; f) A.J. Peat, S.L. Buchwald, J. Am.

(2]

www.angewandte.org

These are not the final page numbers

(AR

3


http://dx.doi.org/10.1021/cr078199m
http://dx.doi.org/10.1021/cr100435g
http://dx.doi.org/10.1021/ja01476a043
http://dx.doi.org/10.1021/ja01476a043
http://dx.doi.org/10.1016/S0040-4039(01)80439-1
http://dx.doi.org/10.1021/jo00303a043
http://dx.doi.org/10.1021/np50076a038
http://dx.doi.org/10.1021/jo00376a096
http://dx.doi.org/10.1021/jo00376a096
http://dx.doi.org/10.1016/S0040-4020(01)86737-5
http://dx.doi.org/10.1021/jo00252a052
http://dx.doi.org/10.1021/jo00252a052
http://dx.doi.org/10.7164/antibiotics.50.537
http://dx.doi.org/10.1021/jo00254a050
http://dx.doi.org/10.1002/ange.200804890
http://dx.doi.org/10.1002/anie.200804890
http://dx.doi.org/10.1002/anie.200804890
http://dx.doi.org/10.1002/ange.200804107
http://dx.doi.org/10.1002/ange.200804107
http://dx.doi.org/10.1002/anie.200804107
http://dx.doi.org/10.1021/jo00095a037
http://dx.doi.org/10.1016/S0040-4020(01)85271-6
http://dx.doi.org/10.1016/S0040-4020(01)85271-6
http://dx.doi.org/10.1016/0040-4039(94)80136-3
http://dx.doi.org/10.1016/0040-4039(96)00051-2
http://dx.doi.org/10.1016/0040-4039(96)00051-2
http://dx.doi.org/10.1021/ja953080t
http://www.angewandte.org

Angewandte

4
R

(4

5

[6

[7

—_—

_ =

—

www.angewandte.org

Communications

Chem. Soc. 1996, 118, 1028; g) D. Roberts, J. A. Joule, M. A.
Bros, M. Alvarez, J. Org. Chem. 1997, 62, 568; h) K. Tatsuta, K.
Imamura, S. Itoh, S. Kasai, Tetrahedron Lett. 2004, 45, 2847,
i) A.K. Verma, S.K.R. Kotla, T. Aggarwal, S. Kumar, H.
Nimesh, R. K. Tiwari, J. Org. Chem. 2013, 78, 5372.

For selected papers: a) J. B. Hester, J. Org. Chem. 1964, 29, 1158;
b) F. G. H. Lee, J. W. Daly, A. A. Manian, J. Med. Chem. 1969,
12, 321; ¢) W. FE. Ginnon, J. D. Benigni, J. Suzuki, J. W. Daly,
Tetrahedron Lett. 1967, 8,1531; d) S. Hamabuchi, H. Hamada, A.
Hironaka, M. Somei, Heterocycles 1991, 32, 443; ) X. L. Tao, J.-
F. Cheng, S. Nishiyama, S. Yamamura, Tetrahedron 1994, 50,
2017; f) Y. Kita, H. Tohma, M. Inagaki, K. Hatanaka, T. Yakura,
J. Am. Chem. Soc. 1992, 114, 2175; g) E. V. Sadanandan, S. K.
Pillai, M. V. Lakshmikantham, A. D. Billimoria, J. S. Culpepper,
M. P. Cava, J. Org. Chem. 1995, 60, 1800; h) E. V. Sadanandan,
M. P. Cava, Tetrahedron Lett. 1993, 34, 2405; i) F. Yamada, S.
Hamabuchi, A. Shimizu, M. Somei, Heterocycles 1995, 41, 1905;
j) C. Baumann, M. Brockelmann, B. Fugmann, B. Steffan, W.
Steglich, W. S. Sheldrick, Angew. Chem. 1993, 105, 1120; Angew.
Chem. Int. Ed. Engl. 1993, 32, 1087; k) J. D. White, K. M. Yager,
T. Yakura, J. Am. Chem. Soc. 1994, 116, 1831;1) C. Hopmann, W.
Steglich, Liebigs Ann. 1996,1117; m) C. C. Hughes, W. Fenical, J.
Am. Chem. Soc. 2010, 132, 2528; n) H. Wang, L. Li, W. Lin, P.
Xu, Z. Huang, D. Shi, Org. Lett. 2012, 14, 4598.

For a paper on the other method: P. V. N. Reddy, B. Banerjee, M.
Cushman, Org. Lett. 2011, 12, 3112.

For selected reviews: a) K. C. Nicolaou, D.J. Edmonds, P. G.
Bulger, Angew. Chem. 2006, 118, 7292; Angew. Chem. Int. Ed.
2006, 45, 7134; b) Domino Reactions in Organic Synthesis (Eds.:
L. F. Tietze, G. Brasche, K. M. Gericke), Wiley-VCH, Wein-
heim, 2006; c) Chem. Soc. Rev. 2009, 38, 2993; d) N. Z. Burns,
P.S. Baran, R. W. Hoffmann, Angew. Chem. 2009, 121, 2896;
Angew. Chem. Int. Ed. 2009, 48, 2854; e) Catalytic Cascade
Reactions (Eds.: P-F. Xu, W. Wang), Wiley, Hoboken, 2013;
f) A. C.Jones,J. A. May, R. Sarpong, B. M. Stoltz, Angew. Chem.
2014, 126, 2509; Angew. Chem. Int. Ed. 2014, 53, 2556.

For selected reviews: a) B. M. Trost, Acc. Chem. Res. 1990, 23,
34; b) J. Tsuji, Palladium Reagents and Catalysts, Wiley, Chi-

8

[9

—_

—

chester, 1995; c) B. M. Trost, M. J. Krische, Synlett 1998, 1,
d) B. M. Trost, Chem. Eur. J. 1998, 4, 2405; e¢) C. Aubert, O.
Buisine, M. Malacria, Chem. Rev. 2002, 102, 813; f) C. Bruneau,
Angew. Chem. 2005, 117, 2380; Angew. Chem. Int. Ed. 2005, 44,
2328; g) L. Zhang, J. Sun, S. Kozmin, Adv. Synth. Catal. 2006,
348, 2271; h) Z. Zhang, G. Zhu, X. Tong, F. Wang, X. Xie, J.
Wang, L. Jiang, Curr. Org. Chem. 2006, 10, 1457; i) J. Marco-
Contelles, E. Soriano, Chem. Eur. J. 2007, 13, 1350; j) A.
Fiirstner, P. W. Davies, Angew. Chem. 2007, 119, 3478; Angew.
Chem. Int. Ed. 2007, 46, 3410; k) V. Michelet, P. Y. Toullec, J.-P.
Genét, Angew. Chem. 2008, 120, 4338; Angew. Chem. Int. Ed.
2008, 47, 4268; 1) E. Jiménez-Ntunez, A. M. Echavarren, Chem.
Rev. 2008, 108, 3326; m) S. I. Lee, N. Chatani, Chem. Commun.
2009, 371; n) I. D. G. Watson, F. D. Toste, Chem. Sci. 2012, 3,
2899; o) U. Wille, Chem. Rev. 2013, 113, 813.

For selected reviews and papers on the nitration reaction using
BuONO: a) D. Koley, O. C. Colén, S.N. Savinov, Org. Lett.
2009, /1, 4172; b) T. Taniguchi, A. Yajima, H. Ishibashi, Adv.
Synth. Catal. 2011, 353, 2643; c) B. Kilpatrick, S. Arns, Chem.
Commun. 2013, 49, 514; d) S. Manna, S. Jana, T. Saboo, A. Maji,
D. Maiti, Chem. Commun. 2013, 49, 5286; ¢) S. Maity, T. Naveen,
U. Sharma, D. Maiti, Org. Lett. 2013, 15, 3384; f) T. Shen, Y.
Yuan, N. Jiao, Chem. Commun. 2014, 50, 554; g) D. Fang, Q.-r.
Shi, K. Gong, Z.-1. Lu, C.-x. L, Chin. J. Energ. Mater. 2008, 16,
103; h) J. Song, Z. Zhou, Sci.-Tech. Rev. 2013, 31, 69.

Detailed data on the '®O-labeling experiment (Figure S1), the
intermolecular kinetic isotope effect experiment (Figure S2),
and the in situ HRMS analysis of the reaction of substrate 1a
and tBuONO (Figure S3) are summarized in the Supporting
Information.

[10] Z. Mao, F. Huang, H. Yu, J. Chen, Z. Yu, Z. Xu, Chem. Eur. J.

2014, 20, 3439.

[11] For a paper on the hydrolysis of alkyl nitrites under neutral

conditions: M. P. Doyle, J. W. Terpstra, R. A. Pickering, D. M.
LePoire, J. Org. Chem. 1983, 48, 3379.

[12] For papers on the decomposition of nitrous acid in aqueous

solution: a) J.-Y. Park, Y.-N. Lee, J. Phy. Chem. 1988, 92, 6294;
b) S. Ranganathan, S. K. Kar, J. Org. Chem. 1970, 35, 3962.

&These are not the final page numbers!

© 2014 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim

Angew. Chem. Int. Ed. 2014, 53, 1-5


http://dx.doi.org/10.1021/ja953080t
http://dx.doi.org/10.1021/jo961743z
http://dx.doi.org/10.1016/j.tetlet.2004.01.140
http://dx.doi.org/10.1021/jo400539x
http://dx.doi.org/10.1021/jo01028a039
http://dx.doi.org/10.1021/jm00302a030
http://dx.doi.org/10.1021/jm00302a030
http://dx.doi.org/10.1016/S0040-4039(00)90995-X
http://dx.doi.org/10.1021/ja00032a036
http://dx.doi.org/10.1021/jo00111a043
http://dx.doi.org/10.1016/S0040-4039(00)60427-6
http://dx.doi.org/10.1002/ange.19931050734
http://dx.doi.org/10.1002/anie.199310871
http://dx.doi.org/10.1002/anie.199310871
http://dx.doi.org/10.1021/ja00084a026
http://dx.doi.org/10.1021/ja9106572
http://dx.doi.org/10.1021/ja9106572
http://dx.doi.org/10.1021/ol302058g
http://dx.doi.org/10.1002/ange.200601872
http://dx.doi.org/10.1002/anie.200601872
http://dx.doi.org/10.1002/anie.200601872
http://dx.doi.org/10.1002/ange.200806086
http://dx.doi.org/10.1002/anie.200806086
http://dx.doi.org/10.1002/anie.201302572
http://dx.doi.org/10.1021/ar00170a004
http://dx.doi.org/10.1021/ar00170a004
http://dx.doi.org/10.1055/s-1998-1557
http://dx.doi.org/10.1002/(SICI)1521-3765(19981204)4:12%3C2405::AID-CHEM2405%3E3.0.CO;2-0
http://dx.doi.org/10.1021/cr980054f
http://dx.doi.org/10.1002/ange.200462568
http://dx.doi.org/10.1002/anie.200462568
http://dx.doi.org/10.1002/anie.200462568
http://dx.doi.org/10.1002/adsc.200600368
http://dx.doi.org/10.1002/adsc.200600368
http://dx.doi.org/10.1002/chem.200601522
http://dx.doi.org/10.1002/ange.200604335
http://dx.doi.org/10.1002/anie.200604335
http://dx.doi.org/10.1002/anie.200604335
http://dx.doi.org/10.1002/ange.200701589
http://dx.doi.org/10.1002/anie.200701589
http://dx.doi.org/10.1002/anie.200701589
http://dx.doi.org/10.1039/b812466c
http://dx.doi.org/10.1039/b812466c
http://dx.doi.org/10.1039/c2sc20542d
http://dx.doi.org/10.1039/c2sc20542d
http://dx.doi.org/10.1021/cr100359d
http://dx.doi.org/10.1021/ol901731w
http://dx.doi.org/10.1021/ol901731w
http://dx.doi.org/10.1002/adsc.201100315
http://dx.doi.org/10.1002/adsc.201100315
http://dx.doi.org/10.1039/c2cc37481a
http://dx.doi.org/10.1039/c2cc37481a
http://dx.doi.org/10.1039/c3cc41576g
http://dx.doi.org/10.1021/ol401426p
http://dx.doi.org/10.1039/c3cc47336h
http://dx.doi.org/10.1002/chem.201305069
http://dx.doi.org/10.1002/chem.201305069
http://dx.doi.org/10.1021/jo00168a002
http://dx.doi.org/10.1021/j100333a025
http://dx.doi.org/10.1021/jo00836a085
http://www.angewandte.org

Communications
¢
7
D8 + ‘BuoNO— 2~
Y. Liu, J.-L. Zhang, R.-J. Song, P.-C. Qian, 1 NJ\% u DMSO, 50 °C
J-H. Li* (TTTETIT R RE R air, 24 h

Cascade Nitration/Cyclization of 1,7-
Enynes with tBuONO and H,0: One-Pot
Self-Assembly of Pyrrolo[4,3,2-
de]quinolinones

Nitration cascade: The pyrrolo[4,3,2-de]-
quinolinone scaffold was synthesized by
a metal-free reaction of N-(2-(ethynyl)-
aryl)acrylamides, tert-butyl nitrite and
H,0. This cascade reaction is triggered by
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29 examples, up to 88% yield

alkene nitration followed by 1,7-enyne 6-
exo-trig cyclization, C—H nitrations, and
redox cyclization and forms the product
in good yields.
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